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mm%i mmm 

i ] 9 ?b *Mir & ®%.fcttm<D *yrt*mcM LT&mm^ 

±mm 2 jinx* ±m % ?m t. ±mmfeimfo<D % >rm&&w& t <Dm<z>m 
£.ftm&z$±m&mm t±m*yrt#&:z.<Dm<D&mm&itfi'Lx. job * y a 

7vytrz*<&&z.£ i mm<D* y^^^<Dm^t^m 0 

HMfcgs] ±ia^^ttt:x^^>^^-es>»;, -tsa^ 2 ice-era:, ^ 

i ia*&<z># yrtvg.ommt'Xm. 

«#S:^bTffi2^«3*&ri:S:#«fc^S|»*«3ffi<R©^>/1^«©HS 
Ni 2+ -nitri lotriacetic acid(Ni-NTA) L/TtBS#M 3. £ £#$C £ *t & 

m&TM4mm<D*yrt?m<z>mfeihj}m 0 

m#me] ±mm2xmx, ^mtx^&yxytmfeimfatvmx 

Ni 2+ -iminodiacetic acid(Ni-IDA) UT*BStfMB£ii:£ 3 £. -t&W 

&m 4 mm® % y n v 

£ ^#T* & 3 £ £ £ £ <5 1 SHIS© # > A° ? H <Z> Bitf b2r8U 
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£ x * v y * yffifa * it h x m^ftm s it 5 3 £ & mm. 1 1 s i mmv> $ 
«fc y @ ^ b # > a * «t & w ^ s @ fefcmmz m v x , ** mar jfc<z>«#^ft;^ 

±SBH£flSfi# mfeih £ ti # y A 9 ft H , _fcSSfsWc-£ * to Z> &&&&& 

^t(Dmm^^mir^jimt^^sxyA^M-i&^^t^mmm^m^m 

a 

[»*3C1 13 »^l~8v^i ^ 4^^^fa^^>A 0 ^ 5'K©©^>fb^ 

ium<D9yA9m.-$yK9mmiwfom-%Wi 0 
mm t Rumirt &£.£%iz. ±m&m&*m t^u-hZA- bt«s#M u t 

[0 0 0 1] 
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[0 0 0 2] 

[fl!*tf>&fl5] 

. ^m^V^rY^V h-^Zm^irm^^X^ygkm (Surface Plasmon 
ResonansetSPR) <DBM*fcm Istc V TJl* -f AT?CD^S#M^*f fc^^M* 
0ff*Ji, Biacore 3000 (lf737tlS) V> 6>;ti£ £ e> &C&o fc 0 

[0 0 0 3] 

y y ± JcflMI 3 *, # > y\° * jBt- # > A 9 If ^ v \ \% % y ? 2t-&m&ffi 

[0 0 0 4] 
'[0 0 0 5]. 
[0 0 0 6] 

(a) o^tbtn i) *yrt>;>n.<Dr^ ;m£-&yy--?-y°j'±0%j],tf 
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(-sh) imss-sis^btAy^jvys^s ( 

[0 0 0 7] 

(B) ©#&£:bTte, 1) #>;\°?^lCHis-tag£^AU ^tl&NTA (nitril 
otriacetic acid) &©JfflS b fciz v ^lCNi 2+ $:^ UTM^S-ftS^Ss 

[0 0 0 8] 

*fe, (B)cz)^fe*ett, His-ta g> ffim^*\?^<DMm&®&z*y^9%.v> 

[0 0 0 9] 
[0 0 10] 

mm^-ny^v^vy^mm^'rnoy^mz^x^. ^yv-rv? 

M/-2/a>B:, *y7Vyy<Dm\z#yrttf9t&. *<&§m& (pi) 
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^ #2002-335334 ^ 

jc -fe > -9- - ^ v -?± cd # 2/ » r ;v * u Wfr & pH3 . ©she $ * v 

[0 0 11] 

jg LrasflsBiWtfr & 33 ^ & 5 w i: % «rtgT*S) £ o 

[0 0 12] 

■ $ b &SI#& U > £2>^# < ©BM£* >/1 9 «»pH4.06flre %^«-fb b 
T+^ttfc^fc&v^&^l/n^-fe^ h l/-S/a >£irlil&#&£ , ft£ 

*£bT#>A*«&@£ft^££fc#ffl3fefcv^ 
[0 0 1 3] 

y^y M/-e/a>^m?:#-s^T^<So -zcDfc®, m-Dfr<DWi&*yrt*M 
> y^T* # y ^ u > y #-s-s-*S-& fCcfcoT&stisfctf). mfeiki>tc9yrt 
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[0 0 14] 

(B)CD#8rC*te> M*;lDNA&CJ;oTHis-tag£#>A^Cffi»Aft 

(PBS&£) &ffiV^££#-e£-5. b^b&#*>, #>A*H£NTA£0jS§ 
1=r©§lftH3:&, -Ji£&C<g<, -H.-fe>i?"-^^^JcNi 2+ &^bT©^^tlfe^ 
^A^gli^OD^^tC-fe^if-^y^ej^ltbTbt^o His-.tag 

^>A^gi:NTA. -fe^-u— m^mm. i&&mm. m^m^ 

[0 0 15] 

mm &m& l&$£?z> mm] 

«fce>*u mfeikX*&&&yrt?MM&*>ft££.^^frffiMtf 

< & a jtf b t* £ s e> *i s * >^ * jgttf&KT? *yr^*y 

ffiCDgfe# • #^#S:^^e)3^^T*^^V^i:V^ofe^^«>ofeo ££>{C, His- 

# > a° ? ®t? »±»«f e> r i: & & v^ ^ ^ e> rhb#& o 

[0 0 16] 

r-d. mmzttLT&mizmfefcT*%&*yrt?ne>mfeitj3®iit 

[0 0 17] 
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[0 0 18] 

(i) ^^^m^^m^mm<D^y^^&.KMLx^mm^^Rmm 
v n & ±ib mfeimfo ic mfefc ^ z z. n * t t- § # > a * * © ©^ft 

[0 0 19] 

ts^ti:#fi:t5 (i) mm<D*y^?%t<Dmfefcj}mo 

[0 0 2 0] 

(4) ±|H^2IgT% ±SBt^^^>^^^©^bS*^®^T^#:S:^b 
T^S^MSi±S3i:S:#^h-r<5 (3) mm<D * >A'^K<Z)©^^o 

[0 0 2 1] 

(5) ±§Bf£2lDgT*, ±|Btl^^^>^^ilS^bffi^i:©raT*Ni 2+ -nitri 
lotriacetic acid(Ni-NTA) ^btil#ffl$*S Zl £ (4) mm 
0&yA#'g<Dm%.fc-%&io 

[0 0 2 2] 

(6) ±ia^2X@T% mmKXrVy*y£®feimfa£<DffiXri 2 +-imino 
diacetic acid(Ni-IDA) ?:^bTffiS#M^tS £ t (4) |H^© 

i 
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(7) _tiam2xa^ S^bffl^CD* tf®fai*Bmz* 7®\zmrZ>tn>fo~Z 
[0 0 2 3] 

[0 0 2 4] 

(9) (1) ~ (8) V^*lfr— TgffiM<0*yrf9%;<D®fett>'%t&fc& UIS 
{bbfc#>A*M£^&05^bffl#fc:ftbT, &ffi^<D{£3HMbli}«^*? 
fW£^M£-t!:6X5|Si:, 

o 

[0 0 2 5] 
[0 0 2 6] 

(id (i) - (8) \\i?ftfr-jgmM(»$yrt?^<z>ffi&fc%& 1 < z & u ® 

JtIB bIBtt m £f b 3 ti * > /I * ft * > -tIBttf* fc**ft**://t*ft 

^ cD^Tfntt &fcffi«x6 ft- ftawutt* ffi^^o 

[0 0 2 7] 

(l 2) ±«i^tt&tftffi'**XS % eMu *H^9X i E>*i»©iR«K:«fcyJi 
(l 3) (1) - (8) v> , f*i3^-3K««©*>^^3Bt©HJS i ft*^K : * y - 
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[0 0 2 8] 

z.t'bK, ±.m&ffift*m £*v-hzifrhT m&fcm v x v * s z. n & 
mwiztz (is) mm<D#yrtt%i*®fefcvfrmfe4kffi£. 

[0 0 2 9] 

wtl\x* *ftmK.to&*yrt9 9t<Dmfei&ft&ii** mm-f^z^yR* ( 

Surface Plasmon Resonanse:SPR) htcWSx KM # y^t R& 

JK#©JR3SfcbTfc, (Quartz-crystal microbala 
nce:QCM) <Z>J5*3l&#tf & d iA^tS. 
[0 0 3 0] 

mhfrtyv-*v'7*ftwiir2>mKm%.isnir, wb^s^n^-f y 

[0 0 3 1] 

J£*TT*te. SPR<DigS^f!J«bfe^*flcMV>S-fe>-9---^y^ ,; l:^bTra 
(SAM) , j£v^*, SAM&tf*;!/^^*^;!/^;* £M)g|2 
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[0 0 3 2] 

mfefcUfa 3 wu m?£ittt&<D 9 y * 9 « & ^us^-r * & * u x v * s 

?^tC$f l/T&nitrilotriacetic acid (NTA) , t>Sh7>X7x5 

-n-9 % *y K9 %\z.%\sX\%>f ft z^xy > At V — 9 y X 

PZ9 9'WhLX%-tZ>9yrf9WKttlsX\ l Z, 9 9 , Bte&&& 

thxm mmm * k t. ffimmfafcfo ■tz>w>fa*9 ymffiUrB®. nhxmm-t 

[0 0 3 3] 

tSri^S. drafts I^»3ffiO^^MilffiS 

^bt, 9yrt9g.tmfett>m<fr3 £<Dffi&K 1 &-¥'?&WtiLX2b& 0 9 

h^x^x^-if-^y UaT> gst-#^£p¥,3>) > b- yx 

991-99* OXT, MBP-#^ht«) , ^^^K-**'**:**?*^* 

W*.!*, His-##\ His G-#?\ M-99\ C-myc-#?\ myc-#£\ 
BPV _i->5f^ c i_#^ ere recombinase- # ?\ FLAG-#^\ NSl(81)-#y 
, green fluorescent protein(GFP) - # IRS-#^ LexA— 9 !f > Thioredox 
in— Polyoma virus medium T antigen epitope— 9 9* SV40 Large T Ant 
igen-#?\ Paramoxyvirus SV5-# 9". Xpress-#?\ GST- ^ ^ MBP— 9 *f 

[0 0 3 4] 
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[0 0 3 5] 
[0 0 3 6] 

Ifcmt UT*;HK^i/^S?:lftS@fftfi#3 IZftLXIZ. W>U£, N-ethyl- 
N* - (d i me thy l am i nopr opy l ) carbod i i m i de (EDC) t N-hydr oxysucc inimide (NHS) 
^mZftm Sit 5 ^ £ <fc o T, jjfrtf* ^;H5:Wt5 it^tS. 
[0 0 3 7] 

*ftWK&2>*yrt9K<Dmfeik%Wix*te. m%.imft3Kfthxm%. 
mfeimi$3 t^^s#ffi$i±s 0 rrT**ss^M^», ^^a^^^as 

fcMc-fSe M%.&> *?®£VXKis-$yitJi-tZ>&yrf?1g.<DW>&, @^ 
ftffift 3 KMAZ tifeNTAlc- y >5r;^©^M & >y ^3i*\ n y /r;i/ b 
THis-#^hNTAh#$t#£^*t£ 0 - y >ir;i/^NTAjC h^y :7£it§tf>&@ 

^'fbS^3<^)^S'^a'fb©|ff^i^*>e J T*%^^t)^v^ 0 His-^^&^ 

^£#>/^||£NTAIf:^Abfc@;efbffift3 k. ZffiMftmZ-&Z> 3 £#T*f*£ 



[0 0 3 8] 
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turns) ^mm^<o^epesmmm (k^^HBs) #iz&&zi*:z>z.£X'm 

fcii;tkfPBS) ^^S^#©HepesM«^ (fc^X-tfHBS) cfT^#$it5 £ £ 
[0 0 3 9] 

fc^s # y n ? $t<D mfefc-ftmx* » v ±®. b «fc e> *c, ©^b*ht£<z> # 
l f=:Mis» £.*yrt?nn(Dm K&mmistfi&m L^ir^mn&v. m 

[0 04 0] 

•^-sriiicj: y, m^hMM(D^yA^mc^ir^mm<D^^-')vmh:Rj^m 
jc, mfeitttm<D*yrt2M&*)\;tf*^^*%'*z>^&> ^tbmmzy^?. 

M&PDEA (2-(2-pyridinyldithio) ethaneamine hydrochloride) t. 

fe^tC. Mt^TSj^rfN^S/^fi&cystamine dihydrochlor ideh&jSS-fr, -^CDl&d 
ithiothreitol(DTT)^M7C i r-Sri:lCj;y^^-;«}C^m > rSo fit, PDEA 

[0 04 1] 

Z. CD J: e> ic> # ygp # ^-^0^^ ©imo*BS^ffiS:t>*M^« £ # > A # ft 
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[0 0 4 2] 

2 ic^-r «fc e> ic itncfews s^ftjift 3 fciets: b feinhs^^iffics 
lfnW8t, ^^7i^M^S^'fl:bfe@^bia^3{c^^S7n--fe;v9 

[0 0 4 3] 

spr©K3Sic j: jn«, ytm 6 e>&«ix 2 izmn 5 * e> car s 

( = JggJ©) 3fe^BiPVN^IS^^i^ P>inc^^ htS (02) . lmm 2 &£ 

[0 0 4 4] 

^fb£M&c£ U, ©£©Bra^tt&M^--*£bT3taVr£ ^9 
A) o ifc$tf|GD#&&, Resonance Unit (=RU : wy^>;*rL— y h) -£^3*1, 

13 ffi§E$$2 0 0 3 - 3 0 1 0 0 3 2 
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1RU= lpg/mm 2 lC«^-rS= i©JB*f«ft©«#tt, i^T©^^ (#> 
[0 0 4 5] 

[0 0 4 6] 

[H$iM] 

[0 0 4 7] 

[ttttff 1 1 

tfUggflHl fcbT, iz>U— (y$'>%y7V2/in 
yjtvfV ytfmxiz. 9yrt#n<z>wmmc7uz2yizy b v-i/*y 

fc»bfcpH©tt*?R&j&oWS^#&S. itltt, PH5.5, PH5.0, pH4.5, ft. 
t>\ pH4.00D10mMSM©W^b T J^^«^T% # >A#ft£20/*&/mUgS&C 

[0 0 4 8] 
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*7*y (HSA) *mv\ M^«£bTSPR©M«£#IMbfcBiacore 3000 (fcfT 
[0 0 4 9] 

jfcflM** 5fe^ CM5i2>-9" — ^.^■^ , $:Biacore3000lC'fe^ h UT^> — 
1ft (HBS-EP&H) T?S/^^A&»fcU ^ric_L|B©#pH©Bl^bU^A^ 

i#**e>5^aK >$?x*s/a>ufc. r«)^mcfev%T, (ru) 

[0 0 5 0] 

-fa#±#bfc=fe><Z>£^ , Vn>iz> h V-5/s > &c*Ib£:M1S?ft-e&£ i: bt^ 

P H5 . o<z> lOmM^m-t- h y A^lftlft # zfvny-tyh 

[0 0 5 1] 

JgRbTT^ >jw7V >^T?HSA©H£ft&J«T<D<fc^MTofc. 5fcf\ Biaco 
re3000tCCM5iZ>1f— *v?ttv bbT9>=.>^««* (HBS-EP&H) 
XfA5:ifelfe. M N-ethyl-N' -(dimethylaminopropyl) 

carbodi imide (EDC) il 0.05 M N-hydroxysuccinimide (NHS) <Z)»"^IK £$i5j£20 #L 

ttfis (*s&#tRi#&#ja:*<&) i/x-r-AfciomM gt^m-*- h y ?^*§ 

««(pH5.0)T»20/fcg/«LlC#3KbfeHSAS:7^IH in^fe- dtUCfcU, tS'SHfc # H3 
bfe 0 

[0 0 5 2] 

#ctc, j/^ta^ut, mx^/-^r^>&^5iio^L/^ 7#ra#yib 
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o 

[0 0 5 3] 

&>±(ommz z y Hje-fbs *ifeHSACD*», Hfcft*rr t$<z> e> @ 

4ifeo J^_h©^#{CBW.5iz>i?--^^^$:gf4 tc^t-To 
[0 0 5 4] 

n h h y ^S/V&JSv^fe. 
[0 0 5 5] 

tt«*«:jaottS&M#&.5. rti&jfe«fill t3^iC^fiEi-Sfc«), PH5.5, p 
H5.0, PH4.5, &t>\ pH4.0©10mMmK©WIH' h V V t: h h U ^ 

> £20 ^ g/mL;gS JC« b £11 b fe, 

[0 0 5 6] 

i®J:^K:iliSbfelSCa<0»?RS:MV^T, 1 tmmiZ bTs 

(RU) £$!J5tb£o bfrbfctfS), pH4.0©M-M> U ^AlWt'f^bfei 

pH^r^>*y^u>^sis©M»pH (pebssd j^e»»«bfc*#i:fts. r 

[0 0 5 7] 
[0 0 5 8] 
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[&®W3] 

Jfc««3i:bT, izyVr-fV^K-fthT, *yAVm.V>Z>fn (His-*?' 
[0 0 5 9] 

#«T*tt, >>;^Ittt, N*«KHis--*y&#flDbfc(X>X-2feMVV -fe 
y^-^-yft bT®^ffcJE£MCnitrilotriacetic acid£#Ab£:NTAl2>-9-- 
(tfTnTt±S§) fcffivv $I)£^©£bTBiacore3000 (^Tn7*±§g) 

[0 0 6 0] 

^"f, HTA"fe>* — ■^y^&BiacoreSOOOKl'fey hb, — >?"M^ . 
ft (0.00519— 7T#*y hP20,PBS&if) T'S/^A&iife-f-,, ?&iC, i/Xr 
«MC, 0.5M NiCl 2 S:»3ft20AL/^T?l^|W-f >S?x^S/a>bfe. rWCfcU, N 
TA-fe>-9— ^^^±©NTAlCNi 2+ $: h^^y^^-tirfeo N^JgHis-* ^COX-2 

Sr^feSHRSra^lO/tL/^^O^ra-f >s;x^S/a>bfe. r*iJC«fcU> NTAiz 
y_fcjC, His-* '^Sr^-bTCOX^SrHje-fbi-S^ Z.ftT*gfc 0 t"&*> 
N5f5SBHis-*iTCOX-2tt, Ni 2+ &grli?3i*£: ^MKONTAil^ftfiSft&^f 

N*SiHia-*yC0X-2S:^t?»«tt, ilfS^ T*100i«^ 
jc#3K-r-5iii-e»58bfe. 
[0 0 6 1]. 

*8His-*$fC0X-2tt, -J.10,866 RUHSflSS*lfe. bfrbfc#6, N3fc3§His-# 

ycox-2©H3feflsi±^3e-e»y. ^v-^^ii&ssbo.d^se 

^T@^$tlfeN^His-^^COX-2^bi s O^^^^0J^tlTV>ofe = 
[0 0 6 2] 

K506JH^df>/1^« (N^His-^FKBP) fettMbfcJSWf»MU Jfclfcfll 3 i: 
tCbTtfofeWCfc*. N3fc»Hisr-*mBP&^tt»?im, N5fc$lfHis-# ** 
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[0 0 6 3] 

mmt. N;fc«His-#mBP£©£>ft^S£RgSbT, N3fc$§JHis-# ^FKBPfcltfr 
[0 0 6 4] 

* ^FKBP&^StJCNTAiZ yV- * V -ffrbMtftl* 20^r^iC»1766.2RU* T?iC 
[0 0 6 5] 

itmm 5 ^ tt, 3 b feNTA-fe ^yyiC*fbT 

£#ffi£i±£££<AN^i§His-# ^COX-2 £: flsi^ £ (D^BS#M S:»*f bfc 0 
^ft-£r% hbtli, C0X-2JCMi" S >13HlftPfl1l£tf £ b T*H £ *lT V% SNS398 3: fl^ 

[0 0 6 6] 

Jt^M 3 ©NTA^fe ^yzfttv hbfeBiacore3000©S/X 

^<MC. 9>->fiH«JK (5%DMS0, 0.005%y-7T? &y hP20,PBSfc£) & 
^fe-To r©^MT% NS398&lxlO~ 8 MA^#r^lC^M&±#^"&^^6>^>^^ 
**/3> fc^'J^bfc #limT*NS398£-f 

. #a^^fe^S^f>^3i^i/a>^^ (0B#) (Dt/Xtf^fcOilbTSfc 

[0 0 6 7] 

®a^©NS-398^ & attfj b T Jli^^a^©NS-398$r >f >i?x^^>a>bfc^ 
5, lxlO^MJ^JiCDtili^ NTAiZ > If - ^ y :7 &C © £ ft 3 *l £ Nt^^H i s- ^ ^ COX 
-2^NS-398i:©^^me>tlfec NS-398#£T-e||£S3*l> -f > ^ 
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x^3><Z>^TC£oT^jWC^IIbTV^ 0 b#bfc#&, ©7fC^bfc. 
, fife* *5ftttt<0«Wf&ff^dfca:BWe*ofe. 

[0 0 6 8] 

Ufc««6] 

Jfc»<W 6 T* », Jt«« 4 b fcNTAIZ > 1?— 7lC*f b TiB^-ffc^* 

» 

[0 0 6 9] 

*fm, 5fe"f. Hs««4fiDlITA"fe>-9*- h bfcBiacore3000©*/X 
t-AIC, ^y-ytrmffiW. (5%DMS0, 0.005*9— :77*#>hP20,PBSfcH) & 
Slfe-T. FK506felxlO" 8 M3^e>lft^lC««S:Ji#S-e*« t &>f>^x 
**/a> («3SlO/tL/d9-ei^W) SUfcUagbfe. #«*T»FK506«:>f >5?x^f 
3>bfel^©-fe>-9---^^A&fife^*^^^® 8Jc ^= ®8 tCfc^Tte 
> #««Klfe»*>f>^x^^H>HI&l* (01$) ©VXriO^fcO tbtlfc 

bfrbfc#6>, B 8 JCjfcb NTA-fc>-tf— ^y^cB5£rt;bfcN5fc$B 
H i s- # ^FKBP £ FK5 0 6 £ <D ffi & it & ti h i£ % tl & ^ o . 
[0 0 7 0] 

*#9T?tt, *>^^«2lbT, N*«ICHis-*df&#aiIbfeFKBP«:MV^ iZ>1J- 
-^Vf£ bTH^fcfiftfcnitrilotri acetic acid&^AbfcNTA-fe^-tf— 3=-y 
^ (tfyny*±$S) SEW M5t^®£bTBiacore3000 (tfT:n7t±$g) 

[0 0 7 1] 

Si 8 , NTAi2>-9— ^&Biacore3000lC-fey b b, — V^JRflftK (0.00 
5%P20, PBSpH7.4fc£) -Ci/XTAtlfcbfe, ^IC. >>^^AlC^bT, 0.2 
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M N-ethyl-N'-(dimethylaminopropyl) carbodiimide(EDC) £0.05 M N-hydroxys 
uccinimide(MS)<DU^m^MlO/iL/^X'7^mmmht^ tUC J: *J NTAiZ > 

[0 0 7 2] 

J/XrAJCtbt, 0.5M MiCl 2 S:tlS»20/iL/^Tfl^n>f >2?:*#5/3 

i/X^A{C]*fbT, N*«His-*^FKBP&*tf**&l«5«10A*L/^-e20^|«S« 
>f yVx>9t/aylsiZ.. £*VlCj:y, N*«His-* ^FKBPtt, Ni 2+ S:^Si±fe 
^(DNTAfc^Sr^-r^^ilT*NTA-fe>-9— ^_btC3>-fe> b l/—>3> 

^ ««f * *e 1 00^ iC#^ b T » b tc o 
[0 0 7 3] 

#C&c, i/X-r-MCftfbT, iMx#7-;i/7^>£^3tio#L/£\ 7#lH>f>S> 
fc£HJS£1*T@5feft£lfc£^Tbfc. #Clc, J/^-MCfcfbT, 50mMSS<Z>* 

[0 0 7 4] 

BPte, NTA-fe > # - * y :/<Z)NTA&C*f b TNi 2+ £ ©SiflHre-.ai2 ,664RU*§-& b 
tfT'feott), N5(5flSHis^ iTFKBPtt, 3|Eit5ii:^<, 6732.2RU#iZ VU— 



miE#2 003-30 10032 



^jfe #2002-335334 ^ 

[0 0 7 5] 

1 4 S fe, NTA-fe >-0— * * :7_t©# 

;i/ >tf dp >> ;i/g$:?£'f£ft b His-^^&^bT FKBP & NTAiZ > if - * y ^ Jl JC 

FKBP& J: ySfclBKlHfcfln?**^ 
[0 0 7 6] 

\mnmz) 

Htf 2tit #>^*M£bTN;fc^His#^C0X-2fcm>fc^&, 

o 

[0 0 7 7] 

N5fc«His-*^COX-2&H£fti-S|»fc:, N*«His-*^C0X-2fe*t? 
[0 0 7 8] 

#±<Z>SM£K:£tfSiZ>i*"--^9A«:01 OC^rTo 01 0 ■ N^SBHis^t 
yC0X-2tt9,219RU^)£K:H)eflSStlfe. * fc> sMajJCfcWCfc, x#7-;i/7^ 

# ycox-2&, aWT 5 - £ & < NTA-fe >y T/Jilc&HicHJtflS"*- 5 d H ft 

[0 0 7 9] 

[£JM3] 
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9yrttnt.hr. N^His#^Cyclophilin A&mv\ 1Z>"9— * 

H^*i:L/TBiacore3000 (\ZTnT#M) £iSV^„ 
[0 0 8 0] 

±yy--^y?£^ir) &Biacore3000lCi2>y 1> U — y VUWWL (HBS-EP: 

J6«^tt»10,000RU©M5XHis*^#(QIAGENtt«a)^H«ftS*lfc. 
[0 0 8 1] 

OV\T«, mHis^^#:-fe>-9---^y^ , ±©^^^^ x >^S&0.2 M N-ethyl-N 
'-(dimethylaminopropyl) carbodi imide(EDC) £0.05 M N-hydroxysuccinimide(N 
HS)©«-6»ET?Sfc3*l0iiL/#, 4^W«yit&ii:ttSffift (mtt*M#«:»«*r 

o 

[0 0 8 2] 

7&}C, S/^^AfCf bt, N^His-^^Gyclophilin A##S?££$g&$£lOuL/# 

T-3o^5g^^>>^x^>>a>bfc„ rtifcfcy, n**^f^M-t^>*yrt*n 

±lCB5tflS3*l£. fcfc, N5K«His-^^Cyclophilin A«r^»«tt, N^«His 

-# ^cyciophi i in kz&mts^ttmmzm&mmn^&w ^ r^mmm *<?y 

-y $r«**TMMRUTJBv*fc. 

[0 0 8 3] 
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#2 0 0 2-3 3 5 3 3 4 ^ 

[0 0 8 4] 

^yCyclophilin Att«iflti:©«13flIttTf— JL1.644RmS-#b, X* 7 -/I/ 

5fcSSHis-*$fCyclophilin £ & < , l,049RU#iz ^ V^JC 

HJfeflsatlfe- itltt, N5MfgHis-# ^Cyclophilin A^iaHisJjtfttC^bTM^ 

[0 0 8 5] 
[£*0!4] 

30MI4T?I*, #>^?«i:bTN*S8His*yAktl/PKBa (Upstate Biotechn 
ologyfrgg, i«ffi£14-341) &M^feJgit*M*, 1 LT 

SgllttS^SIiitS. Aktl/PKBatt, t'J>/Xl/t-> • ^nN> 

[0 0 8 6] 

*Jfc«li:B#K^ N5fcWs-*^Aktl/FKBa&H*-fcU x#y 

, H5ft«Hi8df ^Aktl/PIBatt5018.7RD5R3feK:H)e-ffcS*lfe- #M£;i3V^ 
&oT*u N5fcigHis*4fAktl/PKBa ^ i: * < NTAiz y :/_h 

[0 0 8 7] 

H^5Tii, #;y>^SI£ bTN*3BHis*ynSKl (Upstate Biotechnology 



miiE^ 2 0 0 3-3 0 1 0 0 3 J 
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-fbt-s^M&^^-rSo mski&. t 'J >M • ^nf'f >*^f ^-^t- 

[0 0 8 8] 

^His^^MSKi&> mm?&zt.te<mkizy-*- 1 ?y'7±K%Btmizm'feit'?z>z. 

[0 0 8 9] 



ISi6«6T*tt, *>^#KfcbTN5fcSiHis*^PKA (Upstate Biotechnology*! 
9U 14-440) fcJSv*fcJSW*«, *J6«li:n«HcbT*>^^KS:IBJfe-fll 

[0 0 9 0] 

#«T»lt,'*Ifl(UH«l^ N5fc*His* APIA'S: HJfeftU x#y-;i/TS 
> & £ S BDeflSS/S 50«Mgg©#gMb-*- h V * A & JS ^ T 8fe# 

isdtyPKAJ44 f 134.5RU5feJfe»CHjeflsa*lfc- VAtfc, x#^-;V 

3§His# yPKAS:, aftfe? § - < NTAiZ>1f-^y :/_hJC§&gUcH5tft-r £ Z. 

[0 0 9 1] 



HJ|g0!l7*ete, # yAPWt. bTN5fc#gHis# ^PRAK (Upstate Biotechnology 
*fc8L iS.S£i4-334) feJ8v*fe#*tt. &1M1 ii^lcbT^ 



2 4 
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m 
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[0 0 9 2] 

a^lC, N*SSHis*#PRAI&®JfcftU n:*y~;i/TS 

isdt^PRAK»5,869.6RD^)eK:H3feftS*lfe. #WC^T%, 
5fc3gH i s # ^PRAK £ > "t § Z1 1 < NTA-fe > if - y ^ _fc IC 9ft gf IC @ 5£ft £ 
[0 0 9 3] 

Hti8fli, #>A*g£LTN^His#^ROKa/ROCK-II (Upstate Biote 
chnologyfcfcgSL lS&£14-338) fcffiv*fc0t*tt, mMM 1 £ WMfcK bT * 
*t&H)efti"S*jSS:SiWi"S. ROKa/ROCK-IItt, i2 U V**— > • -fU^ 

a y % -f * - x i? & s z: £ e> ft X V \ & „ 

[0 0 9 4] 

N]^His#^R0Ka/R0CK-Il£©5£ftU X# 

N*»His^^R0Ka/R0CK-IIli4775.5RUSJfeKl@l3eftStlfe. £ fc> #M&C 
fev%T=b, x*y-/i/7S>*yi, &t>% #B*ft*b 
fcMott, N5fcffiHis*^R0Ka/R0CK-II&, 5 31 & < NTA-fe 

^y7±ic&@jcK£ft-r&££#T*£fco 

[0 0 9 5] 

t S©N*aSHis-* ^FKBPfcft^ftfc (OfgS^M &8¥#T b fc„ 
-?-ft-&$J tbTlt FKBPtCM^t & £ il tit V> § FK506 & M Vn £:„ 



2003-3010032 



#2002-335334 



[0 0 9 6] 

mm** 5fc*f* ^lil ©NTA"fe>i?— f^^t*; h b£Biacore3000<Z>t/X 
fAIC, (0.00555P20. 55&DMSO, PBS pH7.4) Srpfe"T. d<Z>H£ 

M glycine-HCl P H1.5S:30#ra-r > 9 V 3 > bTFK506£fl?it£im££-&fc 

c 

[0 0 9 7] 

^ig^FESOS & -f > 5? x ? >> a > b fc. $k<D 1z > if - 9 9 A & Sfe^t>-& 

(0B#) ©W^jJOxS: 0 £ bTM&il-fc-tirfcc 
[0 0 9 8] 

, 5xlO~ 8 MJS*±tf)^gT% ^V^JCHJfe'fbStlfeN^SgHis-^^FKBP 
ilFK506i:©*l^^e»*lfe. l^X^>X^10RU^±^ofclxlO~ 5 Mil5xl 

0" 6 HCDttJUftStF, »#*R©*ffi&fXofci:£5, M*S«His-*^FIBP4:FK50 
6©M-£^m3xlO" 9 MT*&y, ^iRte (0.4nM) J: U tt*J>*]*V*Hfcfc"0 

[0 0 9 9] 

[H«!li o] 

4fc&flMS2-&fci:£© N5ftf8H i s # y COX-2 il f h <D £ b fe '- <£ 
3HHfcltr#J tbtH C0X-2K:^-t S ££#*&&*VC^S NS-398 & ffl . 
[0 10 0] 

mft\** 9n"f* Hai«2CDllTA'fe>iJ— -f-y^fe-feV hbfeBiacore3000«S/^ 
^<MC, 5>->W* (0.005%P20, 5%DMS0. PBS pH7.4) fc^fc^o Xtf)^ 

&»y«bfe. z-mm-eajyv^t^ay^ iom 

M glycine-HCl P H2.0 «: 883*50 /* L/^T30^IW>f >S?x^ S/ a >bTNS-398«:» 
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©>f > *>x * */ a >#T«»* 4: # &S4«^tt*«»fi#«s* 

ttfcbfe. 

[0101] 

#8LKT?NS-398«: -< > x 9 1/ a > L/ t=.V&<D "fe ^9 A fcfifa^toiirfc^ 

JUfcEfl SlC^iTo 01 8lcfcv>T&> #IIlC^ii-5>f>i?x^i/3>W 
(019) <D VXtfy?.-*. 0 iiLTM4a^-t)iifec 
[0 10 2] 

fi»K<ONS-398^ &3fi»'l/TJK«Cltli«©HS-398«:>f > S?x * i/ a > bfe Z 
5. 5xl0*" 6 MJ£Ul<Z>31ST% NTA-fe>-9— Vv^KIia)feftStlfeN*®His-5t^C0 
X-2fcHS-398fc©||te#Ji&*lfc. t^Xtf > *#^5xl0~ 5 lxlO -6 M 

, 5xl0" 6 M0>*g*fc3Btf, tt'&JtiR^Htffifeffofeili*. N*JgHis-^f 

^"C0X-2i:NS-398a)M^IS:»Kd=5xl0" 4 M^feofco :fclRT*ttNS-398<Z>C0X-2K: 

^i-«Kittii.50/iMT?»y, ^m<DM^\tz.niznm? ft 

[0 10 3] 

mmmi n 

lit tt, Hlfill 3 b fcCM5i* - ^ * -ffcM b Tfi^fli^ 

#1 S £ £ ©N5fc$8His- # ^Cyc 1 ophi 1 in A £ £ ©ffiS^ffi %ffi$f 

Lfeo fi^fb^iiU-Ctt, Cyclophilin kK.m&?& ZbLifimbftX^ZCyc 
losporin A&MV^fc.,, 
[0 10 4] 

j*f^tt, 3feT. mHM3CDCM5-fe>>9— f*;^t5» h U*iBiacore3000<£>S/* 
xA&C, ^>->^M=»^ (5%DMS0, HBS-EP««#) £iifcb£:= ZLOtfiMX*. 
Cyclosporin A£5xlO~ 8 M^ 6«i4r JC»K«:±#212:fc# > * 5/ a > Oft 
$*5O0L/#T?1#IS) &»yjgbfe. Cyclophilin A £: Cyclosporin ACD&t 

U&Wift* b&< ht) Cyclosporin ACD^f > $^x ? $/ a >#$T^£ J S 5 2M- 

[0 10 5] 

^^'Cyclosporin AS:>f >2?x^J/a > bfe»©-fe ^9 A«rfi*l^ 



2 7 



fcttlEff 2 0 0 3 -3 



#2 0 0 2-3 3 5 3 3 4 



>H§$&H£ (01$) <Dl/ 0 £ UTSfa^fritfco 
[0 10 6] 

{£M£<Z>Cyclosporin A;fr£^i^bT)li?£ita^<&Cyclosporin A^^TV^x^ 

^f§His-#?*Cyclophilin A£Cyclospor in A£0^-£tf jt, kfrfco * lxlO -5 
M*T?©8*fc»tf, &ffofefci 5, H**Hia-#$fCyclqphll 

in AhCyclosporin A(Z)M^t5t«Kd=8.8xlO" 8 rc&U, jCttflilCStf— 

o 

[0 10 7] 

[»H9<z>a&*] 

mi] 

[03] 
[094] 
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[05] 

T*?f ofcN5ftf»His-# ^C0X-2©@£fti£#UCj3#£-fe>i*--- 
[06] 

tfl3»J 4 o fcN5fc^H i s # ^FKBPtf) HJfeft SMI* tC £ & iZ > "9— 
[07] 

itWtW 5 T'^o fcN5fc®His-# ^C0X-2ilNS-398i:<D^IS^M *fflfelsfcM$k* 
[08] 

Jfclfcflf 6 o fcN^His-* ?TKBP £FK506 £ (Dffi&ZiWfe b feM^ 

'K0^&So 

[09] 

^UMl'tfto N5fc3§H i s # ^FKBP & NT A1Z > If - ^ V H )t ft "t" S ffeff* K 
[010] 

MMM 2 T*ffo feN5fc$6His* ^C0X-2£NTAiZ >"9"-^ V ^"IC H^ftt* Stft^JC 
33 W -5 iz > iJ* - ^ A £ ^-T #'ffflT*& S . 
[011] 

2£J60!I 3T'iffo fcN5|cigHi s- # ^Cyc loph i 1 in A £ CM5i2 y V - ^ V ~t K ©^ft 
[01 2] 

HJ60!l4T*eofeN^3gHis^^Aktl/PKBQ S ftNTA-feVU— *V ■J'K.mfelttZ 
[013] 

5 Tfff o fcN5fc$8His* **MSKl£NTAiz y yjCHJfeftTSfRflsK: 

£ W -5 iz ^9 A & o 

[014] 

mmm q ^n-ot=.mm^ ^pka^nta^ * ? -^izm^it-t^mm^ 
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w S -te y y 9 A 5: j^-r #'14 & s = 

gg&fflf 7 -e^o fcN5fcSSHis* ^PRAK NTA-fe > if — ^ >y ^"Jcia3tflIi**iRf^JC 
£ W S iz > if - 9 9 A fe^^tt B*C & -5 „ 
[01 6] 

mmm s x-n^ fcmmi** ^rok a /rock-u &ntaiz * ©^t-r 

S tftf^ JC £ W & -fe > V - 9 9 A & ^ -T # 'It 0 T* & § o 
[017] 

[018] 

m6#9 1 0 T* ff o fe N*i§H i s # ^C0X-2 i: NS-398 H <D m& % ffife b tc * ^ 

l-4#&0-e&3o 

[019] 

USSMl 1 T*tfofcN5fcSgHis-# ^fCyclophilin A i: Cyclosporin A£tf>^-£-£: 
7 8~|ftffi«, 9-7D-t;b 
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mm 
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Hi m a m m m m 



V&m^ [5 0 1 2 6 0 0 8 2] 

1 . 8 20 0 1^ 61280 

ft m =tmm*^.mw&:W 1 5 3 2t«3 

2. ^OW!B 2 0 0 2^12^130 
[HIS] ftM^M 

ft m ^*7K3S#rp^-fS^2T@6#«i7 

ft £ ft^t'JA-^ • ^n^^^^xw^im 
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